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(54)Title: MONOCLONAL ANTIBODY AGAINST COLLAGENASE 3 AND IMMUNOASSAY METHOD WITH THE USE OF 
THE SAME 

(57) Atatrac^ whefeby latent mmp.13 active MMP-13 can be separately assayed with the use of an anti-MMP-13 monoclonal 
antibody. The anti-MMP-13 monoclonal antibody is prepared by using purified human pro-MMP-13. This antibody can be obtained in at 
least three types including one specifically binding to both of latent MMP-13 and active MMP-13, one binding specifically to latent MMP- 
13 and one binding specifically to active MMP-13. Combined use of the monoclonal antibodies of these three types together with solid- 
phase antibodies, enzyme-labelled antibodies (for example EIA), etc., makes it possible to separately assay latent MMP-13 and active MMP- 
13. 
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M^(iC^itl)t»^^J^1f/i5c$nT^I> (Martinez-Hernandez et al., 
Lab. Invest., 48, 656-677, 1983) ZOOm* h 'J -y * *©a»Kt** 

CtUfcT'KMMP tLTli. F H TO=i7^-^ (MMP-1), 72kDa 
(|V^3-5¥^— fe'**Ui-tr5^- -fcr'Att^-? :MMP-2), XFpA7^> 
>-l (MMP-3). ■7h'J5l'->> (MMP-7X (MMP-8). 92hD 
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7hP A^ ->>-2 (MMP-10) , XhnA70>-3 (MMP-11) . ^^7 
r -y^DX77*-* (MMP-12) , 3^t-t'3 (MMP-13) , J1MMMPCMT 
-MMP) ^<^$tlTl^ (H. B irkedal -Hansen et al.. Crit. Rev. Oral Bio 
1. Med., 4. 197-250, 1993; S. D. Shapiro et al., J. Biol. Chem. , 268, 2382 
4-23829, 1993; J. M. P. Freje et al., J. Biol. Chem., 269. 16766-16773, 
1994; II. Sato et al.. Nature, 370, 61-65, 1994) 0 MMPs(i, 

^^KK^X Zn" ^ftUft 5-5 0 7 ^iEJ:*)tt5^iJ 

(±-7 h 'J 7?«5^tli^ ftlTOiT^X i X 7-U >*MMP- 
Birkedal -Hansen et al., Oral Biol. Med., 4, 197-250, 1993) 0 

-tzwm* h u -y *xjo<* aauaa©^ «) <^«^&° L^ot, 
©sw^fett sits*. *ftw>m> < «£sn, »ia©«)i«ii^r^*^ 



• 



WO 98/29560 



PCT/JP97/04884 



3 



Hi£tTC£fc(L. A. Liotta et al., Cell., 64: 327-336, 1991) c 

^\mwm^tm\t(om, mmp mmmm\x& sfr>^ 4 > 

tt -^_ x-f y ^d-/pt7— tr' (TIMP) >,Z^6^i±mmit't^^tz^ 
-e(7t)tlT^-2)ci:#^-^tlT^I> (L. M. Matrisian et al., Trends Genet., 6 
: 121-125, 1990) o £T©MMP aMMtL^^^^ In vitro 
©UStt'li, MMP-1 . MMP-9 (Dfemm. MI^X * 

, MMP- 9 ©y£#{b5<SttS!MMP-3 0^ffl(c«fcoTt?l^4ac$nSCl<b*^$ 
ntl'SCY. Ogata et al., J. Biol. Chem., 267: 3581-3584, 1992) „ 
0l|;Lti\ !MP-2(i±i£©7'aT7-Hf©^^ *-©MMP-2© 
mitit, ^n^^^Xit^Wt^^nx^i (D. E. Kleiner, Cur 
r. Op in. Cell Biol.. 5: 891-897, 1993) 0 £tdm*mWz&^XM&m 
&mW<^BMt&M?s(D'( >t t '9-X&&T4 *7 
j ?u7ur7-m (mPsWft&t&^ttm^nX^Za. Hayakawa. Ce 

11 struct. Fund., 19, 109-111, 1994) o TIMPs l±m£3tt^££ftTfc<3 

, &*timp-k iiw-mvnmv-ztminx^&o c*i&timps it. iis&ttM 
mmps!c$^l, *a&©m a«ii©iiiL mmmm^mmm&& 
tet^mmm&^x^&t^^nx^&o w*.i±\ timp-k^smmmp- 

9 >z s TIMP-2li#£3!MMP-2 {C*g&L. &*©MMPs©?£te4t&tf 
$ij|i|l LTV S t^X- £>tlTl i So 

$K££tlTU£ (K. Tryggvason et al., Breast Cancer Res. Treat., 24: 209 
-218, 1993: D. E, Kleiner, Curr. Op in. Cell Biol., 5: 891-897, 1993) 0 M 

xjs; *xm?-2 a> mmmmmtto^m*u®iz<Dtmmmx 

^mm'-±i:X^^ZtmWm^imxn^nXi^(?. O. Brown et al., C 
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H,, Exp. Metastasis, 1 1: 183-189, 1993) 0 « 
tUSnSBfcttft^o 3B»a&OiftH©*«l (invadopodia)-C-SWlP-2^ 
In vitro (Dftmvxtsn. ^«?FI{^i(^SStt^ 
KSftTl** CW. L. Monsky et al.. Cancer Res., 53: 3159-3164, 1993. Bre 
ast Cancer Res. Treat.. 53: 3159-3164, 1994) 0 

CiUzm&toT* ^ m 4>©—^&&MMP-13(i, ?LI»^^-- 
>/$nr^5(FreiJeetal., J. Biol. Che*. 269. 16766-16773. 1994) „ 
MMP-13(±. 4ffl»t|60kDa(*D^h» ©AHEMi 1/^68 U 
$tl48kDa OTSttSMff-13tttSo £^ MMMP-lSii. MT1-MMP ^MMP- 
2 (ctoTStt-fb^nSCh/i^l^rosanauper et al., J. Biol. Chea. 

271, 17124-17131, 1996) 0 £ttWP-13!CMLT. mRNA©^©^-^^^ 

ftsusft *^^t/?waiJiinf ^ nr i > * oh ten 

ell et al , J Clin. Invest.. 97, 761-768, 1996) 0 DcHttUaT'O^tilL-l 

b , TNF-a r^mt^t^ M*>+< 

#©^Stt*!iigfiLTU5OTtii^'inS(Reboul et al., J. Clin. Invest. 
, 97, 2011-2019, 1996) 0 % LT\ !lff-13tt«^* 'J ^^^tt^Mtt*^ 
Stt^*LT^S<fc**»ft* JMP-13*ffll£*-5C£(i, cn^tSSSE 
^«P-13©r^^^^i^| ) ±T«^*?.o ^ Mff-13©m Stt 

ftX^Z (Wernicke, DE19501032, 18 July 1996 ) 0 

al., J. Biol. Che*. 269, 10766-16773, 1994) s -Tu IMP-13*«MW-S* 
y^D-^I^tfttLTlls 357 ^(257-291) J; 0 K**BE 
iLT»^nfcft(W^*tlT*J»)(No. F17 IB-3-C5: Pfizer Central Resea 
rch, lgG isotype) , ? p-^-;U^i»MMP(collgenase-l. strome 
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lysin-l, 72k and 92kDa gelatinases) tmmU^h^^K Mm 

tt*«te-rS^w«fcSJJW«&$nTV,^^(Preijc et al.. J. Biol. Chem. 
, 269. 16766-16773, 1994) „ 1>U 35yt-««tet*» « 

«u tti. M®m*utrMM>s(D4 >t£?-x$>z> 

r „ -> a . < >t • ' > ^D7°DrT-«fl(TlMPs) *<»LTfcO 
>*<«§SnTl.>*Oternickeet al., J. Rheum.. 23. 590-595, 1996) C 

warn • mmw*£fmx-*>>)> ztz%a&KM*±^ww*>z 
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G 



, ^LT^ttMMMP-13iTIMPs i^I&f*^ 1 ^^- ^ £ft{::J;&MMP-13£ 

immzn^t^s mm, m^mw-xm^m^i^^t^mtt^ 
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^KX(i^^t^^ri{^^-i^it2>±i£ U; Xl± 12) £ 
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ri p. CTt^.:.S»/A & *WP-13©i£tta!3femc»«ESO« 

£jM£-fS3££#$£-r*-tie :.t: Eic^sa; 

as: j)ffiS!WP-i3*<«ttSBw-i3tc:e<t^4 ct^mmmm 
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r i e : MMP-i3©?gMiMMP-i3(D?s^*^n*'nM-r s - 

%?i!zJ:O^WJi«^T^Ci^<bt^±i£ [7] ~ U 63 <7H> 

u 8 j una*, m. m. mmvom. 

*JtJ5 CI) ~ £ 3 3 <m ^fW^ii®* 7 ? p -f-M/tf* ; 

(2i: Mi\^P-13!^^Ct'& ; &^o-^;^K^■9^^ r-r • -r >t 

] ~ r 53 Rtf [l 9 3 ~ C2 13 o^f-n^HS®©^©^^* ; 

C2 3: MMP-13^i^tl>^>^^KXii^©±^miMP-13^f^W-r 
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I 0 



*%Bfljct£x.t^ 3 tttto^ 

[2 6] ^p->«181-1B7 . 181-2D10, 181-3C4 . 181-4E1K 181-5A 
9 181-7F4 , 181-8B1 . 181-10B8, 181-UA3. 181-14GU &tfl81-15A12 irt 

f2 7] ? D ->^181-3C4 ©'-f^U K-7^0^n^^ 
p-^d*i, ^p->«181-1B7, 181-2010. 181-4E1K 181-5A9 , 181- 
7F4 181-8B1 , 181-10B8. 181-11A3, 181-14G11 Rtfl81-15A12 fi^U6®fP 

r 2 8 j ffiffl-T S^HIoft^ j||»-i3©gttS!3fetftc:ii^oSW^ 
WLftilW^^lBIM*^^-^^^ MMP-13^MIC#^ 

©^fti£ ; 

[2 9) ?a->#^181-3C4 ©^7 'J K-^«fcO£££n&oBiB 
<fc*nfc*y*P-:M^#^ *p->*#181-lB7. 181-2DHK 181-4E1K 
181-5A9 . 181-7F4 . 181-8B1 . 181-10B8, 181-11A3, 181-14G11 &CM81-15A1 
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r3 o; j, D ->«i8i-3C4 v-^xm^ti^m® 

\l$tltz*;*v-i-Mm^ *D->#*181-15A12 0'W^ K-^tCj: 

r 3 ij ?n->H^18l-lB7 , 181-ZD10s 181-3C4 . 181-4E1U 181-5A 
9 181-7F4 , 181-8B1 . 181-10B8. 181-11A3. 181-14G11 &tfl81-15A12 

[ 3 2 ; ffflt^»» |«P-l30gttSUi#R«^R^** 

r 3 31 *d->«181-1B7 , 181-2D10, 181-3W . 181-4E1K 181-5A 
9 181-7F4 , 181-8B1 . 181-10B8, 181-UA3, 18M4G11 RC/181-15A12 M 

-t-JVtmt. ^a->^lBl-!B7 . 181-2D10. 181-3C4 . 181-4E1U 181-5A 
9 , 181-7F4 . 181-8B1 , 181-10B8, 181-11A3, 181-14GU Rtfl81-15A12 

v-tJVmt. ^a->«181-lB7 , 181-2D10, 181-3C4 , 181-4E1K 181- 
5A9 . 181-8B1 . 181-10B8. 181-11A3. 181-14G11 Rtfl81-15A12 ^tiUW 

imitate?*) Y-^m^ntz*j?*-+>^t^ 

'3 si ^c-y«181-7F4 <D<^7V Y-^M^tlS.^ 
HZtlh*J9v-+>M*^ >a->#fl81-lB7, 181-2D10, 181-3C4 . 
181-4E1K 181-5A9 , 181-8B1 , 181-10138. 181-11A3. 181-14G11 &0<181-15A1 
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2 **fc*»*»*nfc'W7'J v-^m^n^mmmztiti* 
;?v-i-)iM*t^ ®&t>itxmir&z.tzmtirz±!£. m seta© 

[3 6j ?u->#^l8l-7F4 ©M7''J K-^.fcOg^ftJl.oHjS 

(3 7} ?p-y#^l8HB7 <7W7'J K-7!l^0^^tl^^^ 
p-^HSftt, ^p->«l8l-2DlO, 181-3C4 , 181-4E1L 181-5A9 . I8l- 
7F4 . 181-8B1 . L81-10B8, 181-UA3, 18M4GH BlC/ISI- 15A12 

{^nf^J^-r^mt. *o->*^181-2Dl(k 181-3C4. 181-4E1K 
181-5A9 . I81-7F4 . 181-8B1 , 181-10B8. 181-11A3, 181-14G11 &tfl81-L5Al 

c 4 o mmzmt&mMmm i ©fttttm 2 ©tt«$M£ 
*sc tic* oiii©«!sasiffiiE» 1 ottftiffilaB 2 amtfrw*** 
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1 3 

(4i] mm i comtmm 2 ©*t#©<. w\ m-mzm-z 
[42] mm 1 (Dtmtmm 2 ©tn#©? ^ -;wt £mp-i3(c 

IE [4 0 3 lEUft©^: 

[43] ilijtESe 1 ©ft^iftfEII 2 ©ftft<M >ftlt/J\ /i^EMMMP-13S. 

t&±!£ C 4 0 j !Ei$<^± : 

[44: 1 ©ifttttms 2 ©$t#©?^ -^<&t»w-i3(.- 

©*K##ti4£W*S J fc>' ^D-^Mft*^*^ it!l^ii^MMMP-13SL6^ 
IE [ 4 0 3 iStt©#£ : 

[ 4 5 3 miem^m-^ ^mmmwtmm^mmmm^ 

ftWttZlE. (4 0 3 ~ [4 4: ©I >f : W)*-$5fflfDli& ■ 

[ 4 6 3 ( i ) ( a ) tmm&mtmm&®^mmm^£Zft 

X\^% 1 ttl*^#$tb€.C i!iJ;O^IEmta)I^MIEm 1 ©HffiKf*'- 

^nsnns n^ns 2 ftf**^;* ^<tt^^^ mie^«^^mis^ 2 ©s 

(i i ) .m^mm^m*^mLx, mM£\p^i&mmwz&*& 
mmm*<D^?'nfrmfet&z.tm&ttz> [4 03 ~ [4 53 ©^-rn 

[473 ii^mtm/A ±m, Mm. ml mmmu £<om.t t-^nv 
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[48] Jj£Uj~C5K U9)~'21K C2 5) 6 

(4 92 mm*<. mums** m&m* mmm. 

t2.±sS [4 8] !£i$^ftS^«^ : 

£511 ±EC1]~C5K ;i9)M21), (25JWC26 
hCt tt%> &&¥m\lzUM ; 

m #uxf-u^ ^J^fbx *u«t-;k #-j7^b 

7*s;x>**£{fc *U7f ■JA-TS K> 3WJ7?'J;U7i F\ 



# 
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(5 41 ±jEtl)~C5K C 1 9 D ~ C 2 1 J . C2 5] RCf C2 6 

*' [5 53 ±KU)~C5K (193-12 1). (2 51&CK2 6 

(563 ?L«-C&S d ££ftflt£-f*±K (55) !2«©itf&3E 

*' r 57: JJE(13~(53. CI 93 --2 13, f2 5)&tf [2 6 

1t£t£±aS ( 5 7 3 ; Rtf 

t6±E. (5 4 3 ~ ( 5 8 3 0^fft/)Het©l^»^>= 

re 03 m?Amm%tm®*-?>'^nxttzom.M?-im!k 

7" 'J K— 

(6 13 ±f£Ll3~(5 3 . ( 1 93 ~ (2 13. (2 5 3 RI>' (2 6 
0 3 laR©'^^ K-vfinflS ; 

- 6 23 M-umzGtm&x.* >'<?nmzo>i%mm>-um 
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i^t^-t^-tHS ( 6 23 es^w^'j Y-^mm^m&zuwt&o 

&) -T4MMP-13, 7g£MMMP-13, SttS«HP-13(i, *tl?tVgg.#)K*tli:M> 

IH 1 (i. SjfcfcA «!ffl*a->No. 181-3C4, IWNWW f a - > No. 1 
81-15A1Z) T\ j|fl^fchiift^P-13^^a«i:Lfc*i^©^«©-^l* 

EI2{±. ?P«B (@|@ffl^P->No. 181-7F4. «^ffl^a-> No. 1 
81-15A12) "Cr, *a&;lth«M^ 

H3(i, Wt£A «ffl^n-> No. 181-3C4. No. ^1 

81-15A12) {CfcS, §a^E!Cfe(t^r^^^ltom*©^P-13©aiJ*©r^^ 

S4(i, il^B (Sfflffl^o-> No. 181-7F4. IM^"> No. ^1 

8i-i5Ai2) icts. mmr^3^mmm^M/^(om?-i3m\^^^ 

to 

*©»MM3S£ffl!l££A (@ffiffl^P->No. 181-3C4. »^«ffl?n 
-> No. 181-15A12) , No. 181-7F4. 
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d-> No. 181-15A12) Wfflfe%C (HfBffl?o-> 181-1B7. &&&f£ 
ffl^a-> No. 181-15A12) TMeUcIS^^o 

H6(i, TOX-t h«MMMP-13^4-APMA-e/£t^l:L/c«^ (SttMMMP-13 
) <Drjltimiz&*)&S>tl&&7 : 7 9'>3^'0%* ^r©MMP-13M£PJ£&A ( 
mtm?a-> No. 181-3C4. i»III&ffl?a-> No. 181-15A12) , We^B 
(Hfflffl?P->No. 181-7F1. mmmto-y No. 18M5A12) 

(Hfflffl?P-> No. 181-1B7. SI*Sffl^o-> No. 181-15A12) XHA 

g, 7(iN /7 0 ->No. l81-15A12^ffl^T?L^ffl^ffl«feL/cM^^ 

IU8(i. 7£ttMMMP-13ch, TIMP-l£ 1 0 — 1 *t 1 0 ®1£TOI£LMMP-13-T 
IMP-1 BtettfcflHKlU i«D (Hffiffl^P-> No. 7-23G9 (v^ZftTIMP 
-lffitt) , 0l*Sffl^P-> No. 181-15A12) X-mfeU'J&Zkttto 

|_-C-^©MMP-13(^L-r#^^KJotS^y *D-:WI/ffif*&ffl<^ £LT 
$ &bfflb& & ^ 1 ti^!»^i^t Stat* iLu ^ tl^tlMMP- 13 
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^fgefljc^St^^n—^yl/trifltti. *^CJ:Olf-btlS t hMMP-13£& 
tlT^^i. ^';;bya^^>b0ja (Nature, 256: 495-97. 1975)IC 



^ffflftitoatlir^lffl LT»4 C <h**T?S So U 3 >k"-^-> h h hill 

P-13l±. Knauper et al.. J. Biol. Chem., 271, 1544-1550, 1996!dS«c©^± 
*5Uti^<7)^z£«:#%^LT^5c:i/><t?$5o SKnauper et al.O^fcCJ: 
ObSSSSL^ t hMMP43&4^(i^n/j^^#-$n^t;©/;<^rL)Ii LT«c 

. ffiiirt^* ?D7h^7-f -S<£ £* K «fc 0 »«! LTfr C * 0 
'J 3 > t> > h t hMMP-13ii, * / 



9 
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i. ft&mttm<vmm 

3. = jLu—rim (#m)ews) <Dmm 

i. &mmftm<nmw. 

ttMLlXlt. {?iJ^.(iX^Eb*®MMP-13, Knauper et aL. J. Biol. Chem., 
271, 1544-1550. 1996i«^±!^«L/c U 3 > t^> h t I^dMMP- 
13£fflU*o MMP-13U. ^i2MMP-13^4»-13^rffll^Ci^^. $ i 

[zmm^yy^- k«c<J: kit ^ t©^i^7yy^k 
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K'sV \- 'J T >/-Jlxxf^ N - X ? •> W S yx.xT>mtet\ ( 2 ) m 

mtlXtt. • 'J b -^&->7-> (KLH) • W*7;U7" 

~> (BSA) . »S7^;a /d^'JX ^.JU-y>^i-©^'J^7^^ 

, 1 1 k ^ • w • m^t^A. 1 9 9 2 ^^icistt© 

^o0^7y a 'OK Ut' (R i b i) 7ya-'>K 

BCG, Ut"-yKA. U#7-A, TKBtftT^-tf^ >>*)iJttW 
£<f iitlSo ftgfi* W*-tfB ALB/c ^i"©^ x£<i L «6<b-r*!IMa*ffi 
fflLTlTsbn&o ^©S4Stis ^i^^c*iLT^j l ~4 0 0 ix g/fj 
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2 1 

L<fil~2^C'ch!C)»^ ^Ts |iW^HMrt!3M^2- 
1 OHIfMlgSflLTlTOo &m<D-7V7.tlXttBMB/c&-?VZ<m. 
BALB/c^xite^7-)xi:©F 1 v^x^i'^ffli-^CifcT'^So 

3. Uo-7$S (#M)E») ©fiSS! 

L (■ C i /J<T' ^i]X.{i'P 3-NS - 1 - A g 4 - 1 ( 

NS-1, Eur. J. Immunol., 6. 511-519, 1976). SP2/0-Agl4 (S 
P2. Nature, 276, 269-270, 1978 ) , 7<)7;io-7MOPC-2 1 -tr^U 
5>f >£#0!)P 3 -X6 3-Ag 8 -U 1 (P3U1, Current topics in Micr 
obiol. and Immunol., 81, 1-7, 1978 ) , P3-X63-Ag8 (X6 3. Na 
ture, 256, 495-497, 1975 ), P 3 -X 6 3 - A g 8 - 6 5 3 ( 6 5 3. J. 1 
miminol., 123. 1548-1550, 1979) 4'i'^l^;a^^o 8-7^^7- 
yW&> ^7uiD- -?mi\&W ( i -y 3 M E M±§ii (DME M±§Wl) , R 

pm i - 1 6 4 o mm^mm^dt'^s w*.^- > 'J r s # •> >^<h*© 
st^s, wEMt (fcs) utzm., m>iz8-7-vr7-> mzii 

5-4 5 u g/m 1 ) fcJm^/^MSftStlSK IfflM&cO 2 ~ 5 BftljClE 
aUM?t*£tt3 7°CT-^i«L/cCO^RPM 1-16 4 OWiiW 

4 . flt#g£MS i u p — r anna <t ©iimissii^ 
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2 2 

f;j^fiS* (ME MM) . DMEMlgHfe, RP MI - 1 6 4 Of«i'©ffl 

^t©iLT(i^/§WtL/c-t>^^< / ^7s (HVJ : Hemagg 1 u t 
inating virus of Japan) tS.<t'h^f^>tl6o L< 
(±, fi|/Ui'3 0-6 0%©^Ux^U>rU 3-;l/£0. 5~2mll)Dx.a:<!: 
x 1. 0 0 0 - 8, 0 0 OCOtf 'Jxf-U>/U P-;l/£ffiU£C 

£/j<T'#, $ ^(=OTa* < 1 • 0 0 0-1. 0 0 0 <D$ U x^ u > / 'J a -;W>< 
«k 0 * I < 6efflT-£ So Sfe^iife4'T'©^ U if - ^ > ^ 3 -;kz>MI^ 01 
3 0 - 6 0 % t U S J: o ! - t 4 d > L I d*gKffc TO* ^ ^ * 

CJ>^°if) : x xp— 7«**©S'l£ti> : 1-2 0 : 

£C££W^tl^J\ J:^^^ L<(±4 : 1-7 : 1 LtZ> C <h*<t?i So 
ik&£j££ 1~10 \ i^i-R PM I - 1 6 4 0 iM^£-©»M£ 

5. 'W7'>J K— (iii£«) ©ajR&O'^^o-Wt 

FCS^WMEMigtiL RPMI 1 6 4 0 £' ©*&flfes pJtIIHAT 
Wf(f^4. ig^ffl!£&®#&l±x -«l;:(iigS7°u- Hc#£Lfc 
gfti^SM&MBfinx.. 1 ~ 3 B C"i !CH A T^lT'W^xM^ 

> t J; ic-T S c S/A JgScftic^&bn^-CfT 3 c i t>T** So 

8-16 B TiJ-fT 'J >£l^ ^ P^IHT»T 1 ~ 4 

flr (R I A) N mm^Mj (ELI S A) > MftS^fr (F I A) £'©«!] 
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2 3 



&«^(i«*i3B»lia»«« (FACS) MMP-13*SUi*© 

l^fcA^ij K-^(i, FCSi-WMEMigitik RPM1-1640E 

y^D-*-yufitl**lH|iRL-CS*Ct*<di*S. ttWi'^'J K-vo»»= 

7''JX^y (2. 6, 10. 14-fh7^M>^r^y)^i'» 

) £05611:1^7 7 4-7^- • ?o?h^7^- 7°oxf>A£EI£ltL 
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X, il&ic^O^LTft'inSFab, Fab\F(ab'): t^^tzti. 
tb<X&. L,) 7 -j^L ELISA^im^Ci^ B-F 

frnZntrbb £ l ^ofll^fH c i iff* L < liSfe 

^ mmitmvmuwmi-fc txmm > k-t ? ^mt -y w . 7 * n - k 

(forward)-^ FW 7fl7 7*^Ml«> Kf -y^T 7*^£ <hnf 
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bX xfi/>-^^xy*I^ tf'j7?^7~ k ^U7?U,U 
7 * k xf- u y- / 9 1 'J b- h^ffi&ft, * U ?*'J ^ ? * ij v- k 

<*£{c, k'-X. EiM©^I, ^l/uiiMl^ 
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mm®. r#m. utmm* mm. m>n* 

st mm%. mmn. &m=F. ^^-f mt\ mmmtexz 

immm. vmirijm, ^u***-wug, /^m, r-wi*. 'jvigs 

x-f7l4££. K^^^toX^fff-rSAOTK^MS*^ 'J7~fe\ fv 

•fe\ Mm 0-D-ify 9 Y : s 9— trfc EOilv t Y > ~* ^ * ^ 

7^'Jta7 7 ^ ^ 4 - ^ 7^7 >^ U 7 x 'J ;l/7 * X7 

x - h £<D 7 >^ 'J 7 x d >mm^ -hD7x-UX7i-h^ <t' © u > 
g^t7xy-^m NADP£f"lfflLfc#*AW ?'J>^ ^x'J 
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ifwm^^xii, moMm^ 4 - 1 fp*->7 x-^m. i . 2 -7 x 

- b> ^ 7 ;X fh7^ > ^ ^i'iffl^^ -9- 1* • ^;M-+ •> t? 
x 7 >^ U 7 x 'J 7 h •> Fx - M7x-M'7 7 h •> Kteft £-D - 
# 5 /7 h .>^_. b \ 6 - 'J >@£ • ft Fp^V- --fe*fcc!:'©18R5$^ 

t>*]ffl"t'£. t Ko+y t Ko+->^> v+y x t Fp*->7 

^Kx^f^K hit^ 7^'J >^(*«ir*W^ti5o 

7-tbTi Fx N, N' -ifU^t'^U-f; Fx xf-u ^/'J 3-;l/t*XX 
?->x~ -7;UX7->^- k t'Z^77'<>y ; v>x l -X^;U- 3 - ( 3 - 'J 
/=f-JlT i y 7P fcTAO ^M^* i Fx 7x7 •> W ^ 3 - ( 2 - t" 'J >' 

;Uv : f*) -fa ( S P D P ) x N - X 7 v > << i Vfr 4 - (N - v 

L/-< Kyf;i/) x^p^+tt-v- l h (SMCC) x N-x 
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U_K N -z?->W^A> (4-3-KT-tr^U) TlJ^yV 

N _ u—?VJi Y-h-fvl)\,**v) I Y (EMCS) , 41 J 

^=,y^ S-T-t^l^tJlfi^h^^nmM^ (4' -vf- 

- 7 -tr ;U t Jill ~? h 7 -b f - - h W o 

ymmi xis-vmni mrnmm. tv^-mmi 
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•hfcT'^So +b-H^]iLT(i, xfb>^7i«S (EDTA) ^ 

tarn? 7i^;x m^w, susiwaift 

giltfim HO^PIA. 1 9 8 e^cliicfe^^i^UTiT')-^ 
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^tf^jV***?-*'-^*^* (PAP&) s 7t'y>-b'^f 

> 3 yyi/ 7 nS (ABC) . ^DfOAS'it'WbtlSo SfefeKffl 
l^n» OCT compound (Miles ft) P«M 

mm. $mmmte±'fi<miT&^ &*L<itm&mtm. mum 

(Dm*-v bzmt&zm&Zo mmr-^n^^y ^^-i-^mhi 

mmrn. ww-vi^&^mmmtLxhmx^^ MtKimm 
m^fws. Emm^mirh c tvxz mmmt ixmx& h 

t'a&mmoftmt ixissssmzmi-zz t^-t^xifwrn^^nm 
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n^^^So fcfc. wsmmm&K&^x. wm&, iupac-iub commissi 

on on Biochemical Nomenclature tzXZi>\ *5C^»^cfc^T«fflW 

m^tMMl e) ~g) lc!2«Ov^xS**^n-ytttn:t Y^^fi— 
•t?3fcf*&£'W7'J K— 7 181-3C4(i, TO8*P1 1 3B (^ItB) fr£ 

^x^sffiWf£m(NiBH)!c^$nrfco (g§f#^ ferm p-ibood, 

12^22 BicHiFstcfc^^X h^fCgoX^K^©^^***^^^ 
gffcgJSf FERM BP-6211 t LTNlBHIC^if £tl"CV£o PftK^^teM^P 
->ftftt If 3 W 7 »J K-v 181-7F4t>. TO8^1 2 

3 130 OFKB) ^NIBMClflf2tlT£0 <SK« FERM P-16002X TO 
9 ffi 1 2 E 2 2 BidHSfttJ: *5 h^l^o < Sl^O&SaWWttS 
tl, FERM BP-6212 i LTNIBHil&W $nT^&= tfc. 

*D-Vtt ttOy^yt-lr'Ott'^ K-v 7-23G 

9 12, FERM BP-3469 £ lT¥/&3 *£4 £ 1 7 B (^ItB) ^^NIBIHl 



H-jjfcffij l fftMMP-13^ y ^ p — ^Uffift«PfFtlS8 
*a*^^'t h-/niWP-13 (Knauper et al., J. Biol. Chem., 271, 1544-1550 

1996) *%L&W tU^^a-^ ;Hafr^ ? D ~ 

Knauper el al., J. Biol. Chem., 271. 1544-1550, 1996(«©^±C J: ^ 
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3 2 

tmUzttWP-W (4 ljizg) £^7n*>h7->'*'<>h<t*K6iS£BA 

a sic o . 9 %$&ft* h 'J * t»*Mmzmuzt tm-w c 5 1 u g) 

^l^tPHiHt hMMP-13 (5 lug) MW^U «H/:o ^© 
b) 

( 1 ) OT©*W£«fctf#&£fflW-= 
RPM1-1640 i^ltiJ: 

RPMI-1640 (F 1 ow Lab.) JCfflfcgtf- MJ 7A C2 4 mM) . fcTiUt' 
h U 7 A (1 mM) . 'i 'J 7 A (50 U/m 1 ) s M7 = 

^•>> (1 0 0/zg/ml) K^^T-YX-epH^-T. 2 (C U 0. 2 

/z m£jf ^ > 7' U > 7 4 ;U ? 6ii L fa> 

N S - 1 *□ Ml : 

±KRPMI-1640 i£it!>!C|$«6i®U~FCS CM A. Byproducts)* 1 5% (v 
PEG4000 ■ 

RPMI-1640 i»C7fJji^U>7'U 3-;U4 0 0 0 (PEG4000, Merk & Co.)* 
5 0% Cw/w) C^^iol^ Mlla^i££PS!Lfco 

8 _ 7 ^/ 7 - 7 r.yitttixp-^«SP2 (SP-2/0-Ag 1 4) t<D 
m&tt, B.B.Mishell and S.MShiigi eds.. Selected Method in Cellular I mm 
unology, W. H. Freeman and Company, 351-372. 1980 IZffifflV Gi and Herzenbe 
rg et a I. Oj^-MSLtfToto 

(2) me a) rmmuMmmm mmmi 00%) iuo-vie c 
^wmi 0 0%) ££5 : i©#]£-t'Bk&L/co mm^ti^-^mmt 

±ie©fij£Tr t & L/; 0 r #a 5 0 m i <j 7'p t° u yuatftw 2 7 

-f h) 2 5ml ORPMI-1640 IglW 4 0 0 x g, 10 #RH&DU ±in 
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&5t£(Ci!&|±! Uzo ftRbHBH&Jw 3 7 °CtoSPEG4000 ffifc 4 . 3 m 1 £ I ^T'?S 
TU $^tci^1»U»l'«. m^ittzo W:3 7°CMRPMI-164 
0 W4. 3ml^l«fiTL/: 0 C©&ft££ *K 1 |3Hi<3iILtak P] 
im 2 9 . 2 m 1 * 2 ~ 3 ftTJtVftlcim L tt*< t>/ST UBK#Hfc2 ti:/Co C 

m^nmm^ 3 7 tins, n s - 1 isttii 4 2 . 7mi zm^frMnz., 
m<oiz^m 10ml ©f^-y i^ffli»mti< >^'lt^ 

^x;KCorning)tc?*^0 6. 0xl0 5ffl/0. 1 m 1 ©«B&*to*fc a 

wm%tox.tz±$zw jtvox^i %mif*/ 9 3 %£^*T'S& 3 7 r 

C ) aiWlaiUlt-^ £ W 7* 'J K- ---©^Rfi^lM 

(1) ^ffl-r^Wtil^T^ii^c-^^o 

HATW:nUBSb) ^f:NS-l» 5ICt (100 
//M) . 7;77r'J > (0. 4 //M) fccfctf^ (1 6 *iM) £iO/L^o 

(2) fiHiEb) O^lfMS (IBS). «^X7-A^7 hT'HA 
T «2/S OftO. lml)^:o 2, 3, 5. 8B@i^itW#(0. 
lml) «r«rH.»HAT^«fef HSBlx.fco 1 1 B@K'W7*'J K-^£W£7 
x^KCoOT^iId) ieffi©ELlSA (Cj:OIH^x^^xy^L/Co &(C7^ 

LT 1 0 1 M(0-?^ nmmm^VHTim 1 m 1 'J 7^L/>®i 

7.mT, 3 7°CT^3Br^«(-ML^o 'W7'U F-7©BxtLf:^ 
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/Co 

d) EL ISA riiC^^W-lSr^^^^'J Y-^o^m 

Anal. Biochem, 104, 205, 1980!ClE®©Rennard et al. <Djj&&%=F%Ml 

x ?a?^ bb--> 3 >^l^-b (Flow Lab. 1 0 OngCOt 

^~fe" (liRP)S-\ 7 ^'fit^^^^/D7' , J > (Cappel Lab. )&#nx-. Ml-SB 
T'tfj 1 II^FbI > + ^^- h U: 0 &[cSRT&6iMbKlt£ o -7 x-U >•>' 

e) ^p-— >^ 

RtjgE c ) <?>ttm 2®£l±tfW7' , J K-7*<£Wl/a* 

^n-fy U K— v&mt&o N S - 1 1 m 1 ^ <0 7 < £ LT 1 
0 7 V -7 Xlli^tt 7 D > /^«k^P3S! U 9 6 5t ? P 7 * 
;U©3 6 7x;k 3 67xJU&tf2 1-5x/^0 5fi, Hl&tfO. 5<@<ZW 
k-^^0x./c o 5Bl!:^9xM:&0. 1 m 1 <BN S - 1 ^Jtfe^iliDL 

N 3o--JgfiH^I4^x/U*<5 0%RhT'*4»fi-o^T ELlSA/i^T-^/Co r 
x h Lti^iMW/Ai #lti«7 x;u+©3 a--&£«laSU 
p^-^5HE$n/c7 x^£ 4 ~ 6 fItffi^o-->/t5o 
ffi^dgl l !I7F L/i J; 7 (c t bWP-l3lc*H-S* ^ ? a-t«#ixAO' 
'J K— ?^lf-/co 

f) ? p-^;^!*©^^^^^*^^ 
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i^l 0~l 0 0 u g/m 1 cDiiJffT)^ {'D-t^^iS^i^^o — 

X (BALB/c) K 1 E^O 0 . 5ml 0llMMl£ii£']7° >J > (Aldrich Chem 
.Co.) WmftmUzo 1~3«:, &'W7"'J K-^ 1X10 7ffi£|H] 

c < \mwk^ u hk*© i ~ 2 n^c i ~ 4 m g /m 

g) ty^D -^;Uft#<oMRO« 
« L/; ELI Skmm oT> t h MMP- 13* 3 - b L tz n * ^ ^ - "> a > 

ic«fc9i!fcfrLttk 7^7^7'ftflfl^¥ft^*I gffitt (Zymed Lab.) 
£Jjn*.fcc PBSK-fc-Sftm HRP Ifl^tt^^lgG (H+L) fittt&ta 
X., gK£LTiBBrtbk$&t>'2, 2" (3-if^> , /f7 > / 

liC^L/Co 1 l«D7D->£(i, ZtlWft. 9f»< lgCl//c. 2«H 



1 



7 -9-7'7^;* 


/?D-Vf§ If 7' 7 5 X 


181-1B7 IgGl/ « 


181-8B1 IgGl/ « 


181-2D10 IgM//c 


181-10B8 IgGl/ /c 


181-3C4 IgGl/ /c 


181-11A3 IgM/yc 


181-4E11 IgGl/ a: 


181-14G11 IgGl/ /c 


181-5A9 IgGl/ « 


181-15A12 IgGl/ /c 


181-7F4 IgGl/ /c 
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h) ^jtu-i-^fafo^m 

HEf) -rif-bn^&HM^'i o %ms8ffiL7 >*-<y L-nftmu-jk. igc 

1 ^XOfaftKoUTO. 5 Mi&^ HJ 1 • 5M/'J»-NaO 
H«& ( P H 8 . 9 ) TTOt L £7 7 4 7^ 7°d f - -f > A (B i o-Rad Lab. 
)Jj7L((/)2. 5X8. 5 cm) wmZrt, ±MmMT:ikfr^ 0. 1M 

2 x ymmtnifc ( P H 5 . 0 ) TT&iil L/co TttM 4ml/77^y 3 
L/ciC^ No. 181-3C4-<?(i75^->3 >2 8~3 5 tc, 

- V No. 181-7F4t?l±7 v ? •> a y 2 6 ~ 3 7 !C N 7 p- > No. 181-15A12TH 
7 7 7 •> 3 > 2 6 ~ -I 5 KStfi^ttfSiaT^fcc 

J. Immunoassay, 4, 209-327, 19831CS23K© ishikawa. el al. 4>;£&{Cf;£oT 
, -?>7Xjat hMMP-13 lgC-HRPj&&tt£SiSi!Lfco 

a) sHS«igG omm 

t NMP-13lc*t U 0>Mz* J 5 v—f)im& 0 . lM'Jyi 

(PH6. 5) (C*tLJS#fL. ^©^(C#W$nSIgG i^LTl 0 0 

Xliax.. 3 0 J C, 3 0 #R5H > a > L fco 

fttc, 0. lMh'JX-«IS« (PH8. 0)4^iOl/5t 0. 
1M EDTAi§S(pH6. 0 ) ££&§ft© 1 / 5 OS, lMtKo*-WU7 
S (pH 7. 0 ) &imA<D 1 / 5 ttfiD;L 3 0 U 5 #Rilffl«$s 5 m 

M E D T A a W 0 . 1MU >fi££t« (pH 6, 0 ) T¥$Ht Lfc^rfv 
^G-25 T-yVU6i§ U S *ffit hMMP-13 IgG tntz* 

b) 7H; k»irp oimm 

HRP £ 1 0 m g/m 1 ©ffltiCtt S «fc O K 0 . 1 M U >Wimffi. ( P H 7 . 0 
) Kjgfgl, *©HRP ffiK*JLT2 5te^uaOEMCS«rvV^/U*;UATi 
mmtlrtQ^ 3 0°C. 3 OMKFt^ttfcc COSEft* 0 . 1 M U > i£ 
mWifc ( P H 6 . 0 ) fffit L tz -b 7 r r ? X G - 2 5 -5 A T-?Jl%M L 
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c) IgG-IIRP 

±15 a) rmmuzsnm&gQ i *>Uw. ±aEb) -eif ^nfc^u-r s 
kshrp * 5 ^kosj^-c-sd^ vi/ ^ mmw? <Dm&tix\ oonm 

o 1 /m 1 !:/^i-3t:0. 1 M V >$?&§ifr$ ( P H 6 . 0)T«U 4°C, 

2 o i^p b m l tzo c om&m: o . i mu ywmm& c p h 7 . 0 ) t?¥»Ht 

Lfc'Wl'h oWA c A 4 4*7^ (Villeneuve-la-Garenne, 7-5 >X) tr^l/ 
6i®U T^Xtat MUMP- 13 I gG-HRPfI£#iii#&#JK L/Cc BSAM'^o 

•> v o . i %W o . 002 %(c/«£ 6£o izmnuL, 4 °c-e&# 

&?n->©IgG-HRP ^IHillLfco -73, *E*&;tt h?tfflMMP-13*fcW4- 
T S y7x-^W^-7J<ISC4-APM)T^hL^fl^X.k hMMP-132\ SDS- 
PAGEK&U -ho-byUP-XJiUiltem IgG-HRPSrffll'&feLfco 
a) MMP-13©?£tfeft 

0. 2M i&ftT" MJ ^ ARC/I 0 mM tg{t*^">^ AaWo 0 mM Mi 
7si«ft«. p H 7 . 5(C^ft?L/cMMP-13{clmMi^6cfc';!C4 
j.~)\mm~)YM (4-APMA) 3 7°CT2 BfHMH >*^<- ■> 3 > U 

MMP-lS^tt'fkL/Co 

b) 

MMP-13S /c(iBUiIa) "ag&ttUcMMP-lSSr FfWH«t l> 'J 
<J 7 * U ^7 S YViVWmStl ( S D S - P A G E ) lZi&Ltz\%., 1 
8 2, 1 0 6 1 - 1 0 6 8. 1 9 8 3 !:Ei©ffl«©^CaoT^iX^ >7* 
B?f-f>/^', &*y*D->©IgG-HRP %Wk^:\l^o « 

P-13(C(^iltMMMP-13tr£t4MMMP-13/j^l)C i^DbtlT^o^ fiT-MHttl 
?n 6 0 k D a £ 4 8 k D a T'4>S £ ^^a- ^'ft©MM 
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?-vitmtt&frnfcLtzo zoy&g&m^uzo m^m?-i3<D&tm& 

■t&tnfotf 1 ffiS(181-3C4) , m^WM?-\Z(D^t^PS-t^W2m^ (181- 
1137 , 181-10B8) »L/c 0 feimM?A'3(D&tfc!fcUzfamZfci&M>-13(D 



2 









181-1B7 




+ 


181-3C4 


+ 




181-4E11 


+ 


+ 


181-5A9 


+ 


+ 


181-7F4 


+ 


+ 


181-10B8 




+ 


181-14G11 


+ 


+ 


181-15A12 


+ 


+ 



lij^l 4 MMP-13*£>AEa 

1^96^-7^ * d ^ i^trffl^x. t hMMP-13£K^£tbt 

o-7i-b>v7; >&S©<h I "CHRP SttOffl'l^T o fc„ 

,1. Immunoassay, 1, 209-327, 1983iCfS$i©Ishikawa et al. (DTj&IZj&^T 
i*3 7$Vc hMMP-13 lgG&&* 0. 1 MU >K*8fii£ (pH 7. 5) JCfSASU 
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^y^n-^l^tf^^iU &*<£®£^T'3IIIifcfrSL 1%BSA. 
0 . 1 yimti- h 'J 7 -k&tf 10mM E D T A£W 3 0 mM V >S«ifS ( P 

H7. o, mm.M rjmi. rc^-muzo 

b ) 1 X-f -y 7°^ > K-f -y f"E I Affli|££©tfc* 
thW-13^^5^ffl^^'^L 9 6 5tt'-;U^U-h (Falcon) Id 2 

-fv- hc i o o ,i i jo*, sfi-c i i$r H «;^ kimmx'i mmuz 

„ ftd 0 . 0 2 %fflHSft7K£&W 0 . lMJi U >Bfc*t»?£ C P H 4 . 9 
) !:«L/:2mg'/ m l o^x^ri^x^OlOO/zHn 

<D£Jt«£>A 4 9 2 £^ * D7°b- h U (MPR-A4, *V-) fcffl^T 

©|^(j^<^!I^©492niii©7tS^LT». 



WO 98/29560 



PCT/JP97/04884 



3 











181-1B7 


181-3C4 


181-4E11 


181-5A9 

J.WX \jr\^ 


181-1B7 


0.010 


0.035 


1.280 


1.528 


181-3C4 


0.007 


-0.002 


0.066 


0.059 


181-4E11 


0.263 


0.293 


0.006 


0.006 


181-5A9 


0.647 


0.417 


0.006 


-0.001 


181-7F4 


0.038 


0.025 


0.016 


0.023 


181-10B8 


0.000 


0.017 


0.422 


0.477 


181-14611 


0.563 


0.573 


0.010 


0.606 


181-15A12 


0.405 


0.287 


-0.002 


0.262 
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3 





mm 






181-7F4 


181-10B8 


181-14G11 


181-15A12 


181-1B7 


1.212 


0.046 


2.029 


1.114 


181-3C4 


0.067 


0.002 


0.074 


0.023 


181-4E11 


-0.003 


0.051 


0.006 


0.002 


181-5A9 


0.079 


0.094 


0.268 


0.972 


181-7F4 


0.005 


0.012 


0.003 


0.160 


181-10B8 


0.453 


0.002 


0.676 


0.178 


181-14G11 


0.021 


0.083 


0.012 


0.032 


181-15A12 




1.582 


0.026 


0.002 


-0.004 



c) 1 Xf7^> R v^E I A& 

tMfrZQ 6^f'r.;U7 c U- h (Falcon) 2 0 u 1 JJDX-fco tiffiffiMnfa 

£ 1 ^ gvm 1 tttSJ^C^rffiAT^U ±iEk-^U- 1 0 

10 0^1 in>L miST- 1 n^&i££-t+ ^^*-tr3lsHfc#Lfco &d0. 
0 2 %«jt7K^#W 0 . 1 M 9 x >E£- U >S«tf£ ( P H 4 . 9 ) CiSfi? L 
/c2mgv'ml o-7x-b>y7 * >£^x^D 1 0 0 u iW^ %MX* 

CDA 4 9 2 ^^^P7'U- h U-y- (MPR-A4, $V-) £ffl^T$iJ£U tfc 

^tJtHO ng/m l©n&M£5@$iJ£L/c<b£©¥i3 (M) ( 
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mt. mm a mmiv-y no. m-m wmmiv-y no. ibi-is 

A12)T5 0 pg/ml (0. 8 3 pg/a s s ay) , I«B (UlSffl^P- 
y No. 181-7F4. lliH^-> No. 181-15A12) T8 Opg/ml (1. 
3pg/assay)f*ofco Mite£©^««Ki^^k 0 . 1 3 
~ 1 6 n g /m 1 ( 2 . 1~26 i pg/assay) ti^toll lirflJ^lfc 
A (IHHffl?a-> No. 181-3C4. »ft«SIS6ffl ^ n - > No. 181-15A12) X<fM 

mm^-\m^tb<DX\ m2ummB (@t@m?n-> no. m-m, m 

^Sffl^a-> No. 181-15A12) r'<Dwmm&o--ffl&*to 



d) m*&u : mma 

mmimmm ( 1 % b s a. o . 1 M^t* h u * i^m e d 

T A£W 3 0 mM 'J P H 7 . 0 ) U mJfB c ) MlWMlZ. 

&Kmm&k b ©#&t^t -3 xm&ww- items, i mt 1 1 xrm®. 

e) PHWSiteSSSfc 

mi c ) l tzum^n \ mmmr^ >xm%.\Tkmmmo® 

OTT'*o^ 0 *(Dl£$kZ$kil^to PJ/E&Aii. @fflffl^a-> No. 181-3 
C4il¥«ISiiffl ? a - > No. 181-15A12(t©aa&tt0fflfi££"C\ iJSS B l»@ 
ffl^p->No. 181-7F4<h»I!iffl^P-> ^o. 181-15A12<h©ffl£tf©iffl£ 
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4 HlWRtt 





P roMMP-13(ng/ml) 


0.25 


0.5 


1 


2 


4 


8 




A492 


0.032 


0.065 


0.127 


0.245 


0.511 


1.070 


CV(%) 


5.9 


3.6 


4.7 


5.6 


2.4 


9.7 




A492 


0.054 


0.118 


0.233 


0.469 


0.908 


1.802 


CV(%) 


6.7 


1.4 


0.8 


2.2 


2.4 


6.0 



f ) mmmm 

ffiSMSnMZ 0 U 1 Kfflmm (Ox U 2, 4, 8, 1 6 n g/m 1 ) , 
&2 0 u 1 mMUzh^mt U 8 0 n 1 £D||»« ( 1 2 5 0 n 

iujR^it,*ifco sic**, ii^A(i. migffl^o-> no. i 

(glgj^p-V No. i81-7HiBttSffl^°-> No. m-iuntm&w 
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3913 




;^J]DM(ng/ml) 


Mi 


unfit*. 


mm 


ita;S2 


1 


105% 


102% 


91% 


86% 


2 


99% 


100% 


86% 


89% 


4 


105% 


100% 


93% 


100% 


8 


94% 


105% 


95% 


96% 


16 


98% 


101% 


96% 


102% 




101% 


93% 



&mm&>^m s 4><z»mp- i3©8*££M& a & b T-h- £«, 

PJ^ifiSttMEfS'J^^^ (RA) .*#raSS& (n=5). flltt^M (n=6X RA&#lfil 
fit (n=9), tiWi (OA) <n=5K ftffiife$Jflltt < 11=10) ^ nm 

fcJMP-13^fflJ^I^*ofc 0 tt*>\ ijSE&Aii, Hfflffl5'D-> No. 181-3C4 
t BMWMm ? d - > No. 181-15A12 1 <Dm^<D : A\m^"C\ *<Z>*g££EI 3 lw 
*U i«Bli, HtBffl2n-> No. 181-7F.4iif«iiiffl^a-> No. 181 
-15A12i©^i%tf©$iJ£&T\ ZoMMLZMA iC^LT&6o 

ij i o mM i&itiJ J\> •> * 5 0 mM h U xMlii P H 7 
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5 T'WftUcU 1 t r o g e 1 A c A 5 -1 (0 1. 5 x 7 2 c m) 

rznznfjiffiM&nifro &y? $ •> a >^i?ir^A-rf^iRts nae©^ 

{wffli^A (@taffl?o-> No. 181-3C4, #*&l&ffi?n-> No. 181-15A12 
) , ffliJ^B (Hlffiffl?n-> No. 181-7P4. il*Sffl^a-> No. 181-15A 
12) %.mm%C (Sfflffl ^ a- > No. 181-1B7, g£S&ffi ? n - > No. 181 

-15A12) TliJ^L/Co 

A (Cfct, >Tl±#£MMMP-13<7>^<7) hT - ? *<S2J6 rfi'frft L/cMMP-13 

o H5l^ii, ?iSSlMMP-l3!Co^T©iJ^II (^> K-< y^RIA /itCfc^^tB 
MMP-13) K|6{c(i?S»(MP-13ico^TOS!j^gm (-*> -y*EIA 

p H igM3-5^— t* cmmp-1) : t brmmmmm ccd-4isk catcc no. crl 

1505) «fci3x Clin. Chim. Acta, 219, 1-14. 1993 t:I»® Zhang et al. ayfi 

72 kDa-fcr*7*-*~fe* (MMP-2) : t h«^)t^t»)S NB1RCB (RCB 222) 
Clin. Chim. Acta, 221,91-103, 1993 lefSffi© Fujimoto et al.©^±(c 

XhnA7^ ->>- KMMP-3) : ±15 NB1RGB «fc9Clin. Chim. Acta, 211, 5 
9-72, 1992{clESfeO Obata et al. (Dljm^^MLtio 

ItftpW^yf-t— fe(MMP-8) :tM«t*3 Clin. Chim. Acta, 244, 129-14 
3, 1996 !Cf5®0 Matsuki et al. WULtz 0 

92 kDa-tr^f-^— tf(MMP-9) : t HT1080 (ATCC No. CCL 121) 

±*5 J. Biol. Chem.. 267, 21712-21719, 1992 KtE^tf) Okada et al. ayWk 
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MT1-MMP: Cancer Res., 56, 2207-2210, 1996 izmfrV Imai et al.©7j£tc$ 

'j hmti-mmp zmmitz. 

m&k&X^mt U o tzVi t hMMP-13* y ? a -^ttf*, 8 ? a - > : 
181-1B7 . 181-3C4 , 181-4B1K 181-5A9 , 181-7F4 . 181-10B8. 181-14G11 R 
C/181-15A12 EL ISA £frofc, 9 6S;^aM bU-->s >7°b- b 

(Costar) £5 0 n g©±!£©t hMMP-1 . t hMMP-2 , t hMMP-3 , h hMMP- 
8 , t bMMP-9 , t hMTl-MMP £fc(it r-MMP-13-? 4 °Cs h L/c 0 Ctt 

K&ffit hMMP-13* 7 7 a-^^^im^ IgG-HRP ( 1 // g/m 1 ) £ 
teLTm? 1 BSRSH h Lfce ftlcSgT'&5«<t7K^i o - 7 * 

-U>.;7; >£to*MLfctgfe©*il££^ 7 P7'U- h "J (MRP-A4 
. HC7-) £ffl^T4 9 2 nm©n^j*^pij^Uij5EL/co UftlOt^o- 
^Hftftfct hMMP-1 , t NWP-2 , t hMMP-8 . t hMMP-9 . t hMTl-MMP t 
£g5ffrtrt\ t hMMP-13!C^LT#^'^SC>-r^-i^^tl/Co 6 
o©?n-> : 181-3C1 . 181-4E1U 181-5A9 . 181-7F4 , 181-14G11 &tfl81- 
15A12 It, t hMMP-13IC^LT#P^!cS)l:^SCi^$n^o 

^ffll'««MiT^:o t HP^^'J >|t/t7 7^>W (5 

a — *-;H£#181-15A12 £2 OmM'J >Mfftf£ (PH7.2 ) T«U aBflfrffltt 
i^St^ OflfflSJfcL^o t"**>{tlaf* (Biogenex, San Ramon, CA 
) tmU-Z- 2 0 OTEJCU &l 'TX h U7° h 7 £ i> >-77l/rt 'J 7 * X7 r ? 
— b'i^fiT* 2 0 tfRfjEfE L/Co *Sfe{C-^7 h 'J ym&tV r -X h U -y 
K£ffl^T$fefeLfco ^h + y'J^ltM, Ittl Aqua tex (Merck. Dar 
mstadt. Germany)(-'SiiL/'Co 

^©gn. ?L^Ms (H7) vmmm^&^z. ±)mi®vmmwm 
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4-APMATtSML/cMMP-13i. •Okt'?- • ^'^^ 

T-tf - 1 (TIMP-1)£ I # 0 ~ 1 *t 1 0 <omx-W& L 3 7 °CT- 1 B#Ril5J££tt 
MMP-13-TIMP-1 fI^*^ML/:o cn^©*>7°;KCOUT, «£D 
ffl^D-> No. 7-23G9 (^XftTlMP-im Kodama et al.. Collagen Rel. 

Res., 7. 341-350, 1987 ) . No. 18M5A12) XMfeUz 

TIMP-1;0<7?£1^^£ (MMP-13tTlMP-l©l:li^l^0©i^) s M£ti 
XU^tzo ttz, TlMP-l©MMP-13!C^SJt^<^#<«S{ConTs 



# 
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m * © «5 n 



m^D-^W«Ull\ «MMMP-13, g«»WP-13&c;-r 

6 . iseffl-rs - ffisoinft^ & * mmp- i mffimm^mmne* ws^ 
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ST^ifJ^n^ £>&^<i (2) ^»WP-13^MMMP-13(-$^t^-^- 

4 ©I >-r'n^^-E«c©trci*©iy^io 

l l . w-lZrS&ZGt&ZB&z. ? >/<?KXM:*-©*£&EJW-l3f£&£ 
hW8kZ-9 w<?1?©8|5fl"<7*f- KXl±*©^£ttSI$^£Slf*ifc&© 
T-ft^ L fcflft^ «s>f* -itl-BoMMP - l3r£tt£#!l-£ * > ' ^ ©X{i*©E&tfW 
P-l3/ii4^Tf1"^^ >/^M©^^7°f- KXli*©£^£tt*'&rt^Stf*lfc 

l 2. MMP-13-/£tt^W^§m^^>^'^KXU^©^SiC) : miP-13^tt^ 
1 3 . 1 * fcli 2 M©* V * a—t-JVm* hL< \,m=£ Stv- 
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5 0 



1 4 . ItM 1 £ tzit 2 iSUs©* J t u-i-bWi- h L < (is^ 7 ^ a - 
1 5 . 1 i tz\t 2 sQffio* ^ ? p - ^M/ttt L < (iK* / * p - 
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